As much as 70 % of the urinary metabolites of labelled progesterone in the rabbit consist of compounds which can be extracted from ether into aqueous sodium bicarbonate (Cooke, Rogers & Thomas, 1963 
Four mature Dutch female rabbits were injected subcutaneously with 0\m=.\15,15, 25 and 50 mg. of [4-14C] androstenedione (8 \g=m\c)respectively, and urine was collected for 65 hr. The following procedures (designated as A, B and C in Fig. 1 Marked differences are noted when the patterns in Fig. 1 are compared with those for metabolites of progesterone (Cooke et al. 1963 ). The proportion of urinary metabolites in the bicarbonate fraction was very much lower in the androstenedione experiments, and larger proportions of labelled material were recovered in the water-soluble and neutral fractions. This difference in distribution could be significant in terms of the structure of the acid metabolites of progesterone. These compounds showed properties consistent with true acids. Whereas both the free and acetylated material could be extracted from ether into bicarbonate (recoveries > 80%), the methylation products remained in the ether. In contrast, similar partition experiments with the metabolites of androstenedione suggested that the bicarbonate-extractable material consisted mainly of water-soluble compounds which had been carried into the alkaline layer. Thus, when repartitioned between ether and bicarbonate, only half the radioactivity was recovered in the alkali ; after acetylation, less than 10 % was recovered in the alkali. The fact that the acid metabolites of androstenedione are of negligible quantitative significance compared with those of progesterone suggests that the acidic properties of the latter metabolites may be associated with the metabolism of the 17/7-acetyl side-chain. This possibility is being investigated. 
